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(57) Abstract 

2-Sulfamoylbenzoic acid derivatives 
represented by general formula (1) or saits 
thereof, having both a (eucotriene D t receptor 
antagonism and tbromboxane A^ receptor 
antagonism; and a pharmaceutical, an 
antiallergic agent, and an antagonist for both 
leucotriene and thromboxane Aj , each 
containing the same as the active ingredient. 
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- t K □ * X ^7 ->\f 5 K ^ N - t K □ '/ h ij 7 -/ _ }l /j: £ £ 

1)Q X .3 C i fC i y 5*5 5- R-f (Coi^T .£ 5 C t1$T:2*> 0 

[SJiJ B]. -ffi^. ( | J ■ I ) CfeM X AiJSf^T, AS- C H , 0 

-v&zits'ty x \ i i b ) 



H 3 r ^cn + ■"jf^' 



(a) (b) 



HO, XHO 155 



■ ^P — SH 



NC. .0. XHC . (<») 



(c) 



R2 




(nib) 
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£tt{b£& (c ) £<#3 0 'fi{S'tffifflt3«Si Lrttlij] iJ-)Av 

ft- £ G>£ J£*3ttt % ft <h* tm S L l>* - £ £ ;§ L TT (i * S'fE ^ | L < 
ES'L ft (tnii^.fcjl^:^ tlft.tv^N , N — -J'jt .3- )i 7fc% A 7 5 K", v; 

y ju * >■ * * •> : h\ 7 -tz K" > & if b ti . k m ^mt 0 v ~ 1 0 

(c) tyftU/gO, -O-yif Jl, (d) <tfe£tHk£^ 
(e) &$3„ 5f5(C^fflT5 v^* U >g£0, 0 - vx f-JU lift ■£!$}! 
(.c ) ■ ICS* L 1— 5 %mm^Z(Di<U% L Uo Lr (i*SS 

£=t L < gig L ^Itnii'^tit 5 fttz^t<*-£tcl$%%%!&/*<D : M. 
nllSlj'ffs.L < , ffl U 5 f i^ii L r tt y ^ h t v i ^ > , t h 
7t K □ 7 7 >, 7 iz h >ft L I v .&#3rg £ It li 2 5 °C~ 

10 0 "C tm$ l < , SfEaSH tLTli 3 0 #~ 8 B^Htfja £ L L v <# 
bft/c'ffc^ ( e ) i5t (f ) T^JtlSTP^^IyilftJit-i 
^ ( I I l b ) T"Sc?h5ft.tl!$I3 c iitrti. S£l:tffl t5 
&/&#©®fflStt<k£$ ( e ) tJili ( f ) ^5ti57a^ b > 
* "1 .--2|iffll>5«)'i<»iLV. SE^^i LTIi^SfC^^L < PI 
. g L ft it ft if ft iz &g £ $ ft ft u t'< , i^y-Jk. iv^p 

V \° J - )l ft £' © {£» 7 Jl, a - j|, Si* & If 6 ft v SiSS&li 2 5 °G ~ 1 0 

o *c tm t l < . s ^ fs&l it s o # ~ 2 A n ?s\ tm $ n.\, 

CJJ-&C.] -$x£ ( I I I ) [ZisX^X Ai'\— C H 2 0 - 7* & 3 fk^ 
( I I I c ) co^j£ 
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(8) . (b) . 

R 1 , R2- X ck T>' H a I [tmiitf5\\:v^?>, ) 
^ ( g ) JHoft^^l chit £1*5 ( b ) £ fcSftfcT 7 JU + Mfc T 
3 C £ (C j: U-AS 5£ ( I I I c ) r ' i tys (h £ & * & 5 'c i: jfi* X' £ 3 o 
£ fS (C ffi ffl r 3 ±£ g £ L T (i r*£?/J U ? A, Kit i VOAtL <h" er>j£gg 

± m & 7k m { t * m; o a 7K *it: # >; ^ a & i"© ^m?k m. { t & £ 

£ L < , t ■5SiOll*'fti« ; , ( b ) (c *t L 1 - 1 0 iftffiU 3 © 
A?Jf $ L I v = : LT t < IIS Ufcttfrtf^fc'RBE 

iti-fc Lvi?N,,- N - v ^ ^-Ji/.* ;u a 7 s :p v ^ X lift K ; 7 
ir k>fc £'#&{f 6*i, SESgli 3 G°C~ 1 GO'Ci'ffJ L < ; .S.Z. 

CS"& D 3 .-fist ( I I I ) tjol>TAjii^ S-fb^ 
( I I I d ) fcitf-flSxS ( I V) r-^$n5*^0^^^^©fJ-£ 
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'■: ' 1 6 ' ■ " 

K ( h ) X~T-£hZ<t£®£it£tyi ( i) £Jg-£$£T£.ifc££-8i ; 
^ ( I V ) V ;1 £ ti 3 fb £ *f <2 ffl T 3 i£g <h (2 n - 7 ^ Jl/ 
U f') A, t e r t - 7" ? ^ U A, UfOAy-f V 7° □ tTJlT 5 K 
7 A t e r t - 7 1 ^ •> H >J: i"© 7 ^ * it .Ul^, f£ffl 

T3i££0Ml±i£ ..(h) <Dit£%>HzttL 1 - S^g&Wt L Is 
$<fc Lr(i*£f5£! L < ■ gi'f -.f .5 ;¥$l?ft nnifftizmfeiE ftft Is^V 
rh7t P077A yif]H-flk : : h !l ~ > £ tm % Lis 
JSSSU -10 0'C~ 5 0 "C AW* L < s .SJfcJSKl (± 3 0 #~ 1 2 3#!3] - 

tm% Li\;.$i:f.6n i trjfi* ; ( i v ) T"^$nofb^^<z)r u ^ 

.££££$>m'vT-jUf t KS|.-il5r L-fi§5t ( I I I d ) 
fb£&£<# *f r- ? 5 jItcM <t L r (± - h U )H57 IU x t K S 
lc '£ &T-£5 as 7c'?M ft b ft lc $ tx ft I * # £M * m it % L < , 

Mmit x-f V7'P tTfl/7 A/ = ' 7 AAvftlCfrs:" L < s -f&5t (I V ) <D 
\Z$4L 1—2 i § ffl -La' 3 id A? Jtf £ L t s 5 JS $SMIL. 

< m ivr 5 r ft it h (i i < it m t. s n ft ^ *i > h 7 1 k □ 7 7 > , 

yiJJti-fJk -K JUo:> ft $ fcf 6>u £l£Sgf*-.1 OOX~ 
5 0"C $ L <\ ESE-B* fBJ [i 3 O #~ 1 2 E$ * Lis 

( I I I d ) <D$l% 




(it*. RK R2feJ:^X(iilfgi|H]-CT;'$)5o ) ' 

-tfse ( i l i e) v^zHzit^fyzte&w&Timfcmmufcm 

£m*-«5£ (II I d) ©fk£&*?S3C <h ^'T? £ 3 . * £ 2B to £ SK 
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o-%/f 7 v o a mm . awte _v' o 4 ji * > 7 >mm * li*. 

lltSMli L-riift^tt ( I lie) Oil©!/-! o 

2 5 °G ~ 7 0 °C L <\ & JE5 B*(_1U1 ~ 7 2 B* £ L 

: c*i_fj -m^ (v) icfcVr r 3 f<w.m £ hr^r^j: c> ^ x - 

'•/t^Jl/:*.±^T**:§ybi^ : % (V a ) <Z)^& ; 

0") . .-^ ^a-ywt 

HO— (Ciyh— NH 2 — HO— (CH>— N -W : - 

(k) 0) 



Hal — {CH^o—n^^-p _______ {p— S— (CH2)n — N^~^-P 

<•»> 2 ^J . , (o) . 

; ■ / (") 

< I > - S — (CH> — N H-P ____^_ / A ' 

• i vJ/ (.!.)- S— (CHj}n— NHj 

2 O I ■ 



BHfc 



(Va) 



15 *£i£-7-. a □ >r >Sf ; c , - . © 7;l-*ji,££ fc tt c , - 5 . © t ;t _ * 
vSJSt. ) 
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U > v E^ik^/ h 'J 7 ? -}l*7,-J < >fU'tj:o7DA Ik $ tt 

- 5 , . T -5 d i -C $5, f# ^tifci < m ) (DiY.Sfylk it ( n ) V-ffc £-.H 5 f 
- >7 xV-;i/££^£ttit (o) £Xk£«i#3. t&£&o(±/*&*) 'J 
^AJt (i-jjc -fg ib± MJ^A & £ ©ig5 $ #J ffl L £iG $ it .5 C £ 6? 7? £ 

_ 5. f#bn/tit (o) <Dik£to&®ilL& (p) r-^nsik^^. 
S (r_ K 15 uf * yt /«£ ^ - xt ( V a ) Vit^ZWZCttfTsg*,. m 
ro it Rfc It. X V 1- u □ iS^SSK ft^O&fkSWiJfflT Sr. £#7?. £3.. 

: Cl^GJ -i&*t (V) 

* - ;v 7 5 y {k£% (Vb ) . 

^/'U?:>7 T = Kit. . "• 

H 2 N— (CHj)n— NH 2 — —— — H 2 N— (CHjjn — NH 



2 0 



(Vb) ' 



it (q ) T'^illS v'7 -5 >ft£^£xt ( r ) tr^tl^? x -^7, 
□ F <h£i££i±-i$xt (V b ) VitSfyZm&tZZ t 
MS 3. SltoM^^C-ttfflSttxt « r ).©ft^«liCjt*L.^7 5 >lk 
C. q ) 11 ~2 0Sim'5©i;W L,l\ 'Sl>iiii LTliftlC 

fl £: *t & C**t ^ p-p )i ix < i , 2 - i/^na itx v b a p*> 
>v 1 , 1 , 2,2- h ^ ^ □ □ x ^ > 4 if btl , Sftomg i 
:L 7T ft 0 °C ~ 5 0 'C tffci L < ; SfEKfclHtt 1 -Q^mmt 'L:ty. 
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li v t 5 it ^i©7t < !c <£ U H^-fk # #j (c *$ & & n & & (z 9 < 

3? ^ :{$ it L T D <fc T X A 2 .§8 ftgft b i± # ;: 

OTc to, &htt&7 UJl^-ftffl£3§ LTfc'y ^. y bJb^-ttcDlfJ 

xtf is^j. T^y-fe jugij, s&siu mnm, nm* ->□ •v-zsifci: 

©gn 551 jft* jSSSiSK t)t#3SJx ® AffJV 

& * Pal iz J: U tf\ 3 3 & n&4 © . /£ A T a S 
V , 0. 1 m g ~ 1 0 g ItMf T" * 5, 
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. . . : . . 20 . ... 

m r 5 f< * m ma & ^zmm m <d& iz m^. $ n z * © t? & & iv, & & ; 
'.H-NMRx^nii/iif h7^f^->7> ( t Ms ) zftmmm<t l 

T&m L . JNM-EX27 OS^^nik-i-^ - (270MHz, 
B*^tP (&) £!) TSIfcL, <5fi(<t d P rn T? SL/c, D I - E I v x 
7> •< HH±QP 1 0 0 0 EXiX^^ ( (&) ,6 j* Si ft 

'.flfrfi) L t. F A B 7. £ h ^ (i J M N — H X II OA 

£#&n&ftft$tk (b$i? <m my TsMZb.it, 

3 - [ (4 - A V y '/ U ) / -> ] -< >X 7 ^ 

m-/W H □ + XT JU.^t F50 g CO. 4 1m o I ) tyn 

3= 71z h ~ h U 71 4 9 g ( 0 . 4 1 m o I ) £ N , N - V / * )l * A ! 
7|K300mllCi)gL«gJ U 0 -U 8 5 g (0.6 2 m o I ) £3 
:' 3 7{bi~ > 'J r 7 A 6 . 0 g ( 0 . 0 4 m o I ) ^n*^!? 1 . 
# L fc„ £i££&JET$£ L * tmmz- * Jl £ in x.. ^tti L t. S^jgx 

St$.SiL, &££v'J Jl.tfiltivAfrO^ h ^7 7^ - ; 
,<7 □ □ * A ) r» gt5i3-->7/> ^y^>X7Jlft F58 
g>M8 8%VWtcy 

'H-NMR(CDCh) : 4.86(2H,s) 7.25-7.30(1H,tn) 7.44-7.64(3H,m) 10.0 
l.(IH.s) 

Xy'T". 3-y7V^^ + y'<>X7Jl'ftF50g (0. 3 1 mo 
I ) 51, 2-v/>fyi^>500m I L * 5 . 6ml (0. 
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V ; . ; : . . 21 ; . ■ . '. . . ■■ 

3 1 mo ! ) iyf^'J >®0, 0-yif)l52n I (0. 3 1 mo 

i ) Jinx7o-cf3 m^mn Liz. : ^mTmm^^L . ^ 

'ft K3 1 gSiSfB 1 %V>ntc. 
5 Mass(m/z) • 195(M+) 160 121 

H NMR(CDCb) : 4.94(2H.s) 7. 20-7 . 29 (1 H , m) 7 . 44-7 . 58 (3H , m) 7.97 
(2H.br) 9.99(1H,s) ' ■ - ' 

£^T7\ * V^P^J^ h > 3 2. 9 g (0. 3 8m o I ) £ 

* * J -J12 9 1m l;t|SL25%HBr-AcOH 2 . 9 m I £ * 
-o &Tina.&-3i1 8. 7 m I ( 0. 3 6 m o I ) SiK^T^T L; 23^1 

- mWLtc. 7jc^iiDx^^r-3 o#ar# l; 3 - (^^-niui^ a )i * h 

) -< > XT ;t t K £ to x 1 S r 5 . 5 m BS1*# U 7c 7k i IS fa ft 
§£?KS i~ > U ^ A £ llD vt p H 8 . 0 t L KM JIT & ft Ltc* g*$x 
Jl/^ ^ISffl^^Jicr-iTt^ L J| : *'itK-v ? ^ ■> ^ A'T'klft L &£T;§& 
15 £ L B £ £ U Jl/;rj =7 A * □ ^ K ^' 7.7 ^ - ( ^ til & ; n - ^ 

: :^Kx^ju = 2 o 1 ) -est® immtit&& 4. 3 g £M 

6 8%"C?tfc. 

1 H-NMR (CDC 1 3 ) : 1 . 33 (6H . d ,. J-6 . 9Hz) 3.12(1H.) 5.40(2H.s) 5.92(1H, 
d,J=0 : 99Hz) 7:26-7.31 (IH.m) 7.47-7. 54 (3H.m) 9.98(1H,s) 

20 i tmmzLxmmm2. mmt3\ZKTit£®iz&j$.Ltc a 

3- C (4-->7P7"*;U-2-^T7M;iO / h+->] -x>X7Jl/x 
t K : 

Mass (m/z) : 273 (M+) 254 152 
25 1 H-NMR (CDC 1 3 ) : 1.90-2. 10(2H.m) 2.20-2. 43(4H.m) 3.68(1H,quint> 
5.40(2H.s) 6.94(1H.s) 7.26-7!30(1H.m) 7..47-7..54(3H.m) 9.98(1H.s) 
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' : . ■' -22 . . . ' ■ 

3 - [ (4--> 7 □ -/O ejl - 2 - ? 7 7 U /l> ) 7 h + •> j ^> 

'-■ X t H : - 

' H-NMR (CDC 1 3 ) : 0.86-1. 00(4H,m) 2.06(1H,m) 5.35(2H,s) 6.87(lH.s) 
-.. 5 - 7.24-7.31 (J Hm) 7.44-7. 53(3H,m)9.98(1H,s) . 

r«#j4] ■ 

3 - [ 2 - (4 y^P/f^l 2 - r 7 7 'J i ) x ^ ;U j ^ > 7 - h 

4:-y^a7f/l-2-/f ^f7'/-^766m g (5mm o I ) 
io £M 7k -7 h 7 t K □ 7 7 > I 5m I IcigJI? L < ' ts U 7 A t e r t - 7 K 
+ K 5 6 1 m g ( 5 m m o I ) /)0 L - 7 8 °C 1? n - / x Jl, U t- 7 
A ( 1 . 68M^*^>^») 3 ml (5m m o I ) £iiST Lfe'. 
T3 B#fBHS^ L/c^, 3 -T^P^X^JU^y/^ h U JH 2 7 .0 m g 
(6 m m o I ) J : i*r> 7 t h- a7 7 > 3.ni I IC&S?LT;i$TU 5 

. • x - x Jkl? '2 El.'ttffl L , ' %mm-$ &ft&ig*V : M : & L g y ■ 
7 A fSJET S5L/c. I5J-> 0 71 ^MU 71 y A -7 □ y 
^77^ - (&tij& ; n --N^-y-> Siif.ji = 4 : i ) Tj-ff^L, 

. tlfE fk£^£mfe&«&<t L T8 7 6m g . 6 4 %T® 7c„ 
20 . Mass(m/z) : 268 (M+) ' 

' H-NMR (CDC la) : 1 .84-2.1 1 (2H,m) 2. 15-2.42(4,4. m) 3. 11-3. 19(2H.m) 
3.25-3.52(2H,m) 3.57 -3.70(1 H,m) 6.75(1H.s) 7 . 35-7 . 52 (4H , m) 
. CH^J5] 

3- [2 -. (4-->^ P7:x;U- 2-f-77U^) x*Jl] ^XT)l 
25 f-'t K©§2£ 

3- ; [2- (4-y7D7fJl-2-f77U Jl) x^JU] -O'/x 
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" ■ - ;■; . 23 .' . V" ■ ' 

F,U )l 8 7 5 m g (3. 3mm o I ) £ > iH>2 0 m I IcjfJgU - 
7 8>C 7? 1 . 0 I M7k^^t v -f 7 7" ^ Jl- 7 ;i/ 5 -■'5 A ( h JLl>;f&) 
3. 6ml ( 3 . 60mm o I ) £$~F Ltt^ISf 2^^ ■: 

L i&ft±Sfk 7>=E ^T' 2 N i£8* £j]Q;LT 1 ^flitf 

L tc '& ; t « % & ft S"^ h 9 A7Koi,v T IS ft S £ * T- -5t # L 

>fju^7A^P7 h f77^ - (^tti^ ; n --\*tr> : mmx.^n = 

4:1 ) Tt§^L. mEfk^£*S»tt^i LT7 92m giM89 

%v : ntz„ . , ' 

Mass(m/2) : 271 (M+) 242 : 
H NMR (CDC i :) : 1 .84-2.42(6H,m) , 3.20(2H,m) 3.32(2H.m) 3.64(1H,q, 
uint) 6.74(1H,d J=0.66Hz) 7.47(2H,m) 7.73(2H,m) 9.99(1H,s) 

3 - C 2 - ( 2 - J U % ) x ^ Jl, ] -<> XT JlT. t. h ] <d m a 

3- C2- (2- + y U;i) ifzjlj -N/X7il7t F5. 5 s 
(21. 2 mm 0 I ) J50'0mltlSL 1 0 %/0 v ^ A^sg l . 
1 g £JDX$£r7k5St^S0£f££m^ 1 OB#fy]ffl# L7c, 1 0 

ft>f)l-h=7^0u^ ■< - CSF'Ui-jfc ; n --N*+f> :■: gfcggx^ju 

= 9 : 1 ) T-ML£!E{!;£4&2. 8g (10. 7mm o I ) ZWmS 
1 %-C#7c 0 : V ■ . - 

Mass(m/z) .: 261 (M+) 156 

! H-NMR (CDCI j) : 7. 46-7. 60 (3H.m) 7.65-7.91 (6H,m) 8.05-8. 17 (3H,m) 
10.07(lH,s) 

C*^M7.3 , - 

5 - (4 - -*J D □ 1 1 ".- Jl>*.-- Jl) -<>?f- 5 XDlJit 



(C) 2002 Copyright Derwent. Information Ltd. 



WO 98/57935 



PCT7JP98/02585 



. 5-7i./-l - ^>ry-)H 0 g (9 6. 9 mm o) £ h>x> 
3.0 0 ml t^lLt*7^il,117. 2 g (11 6 m m o I ) ZmiL 

1 2 CGI? 2 4#r a 1Js^L7c„ MT^^^fe L^^^v U 7 

h ^'7 77 - (i§tij-£ ;>na*j|,A) T'ifli^ L 5 — 7'5'Jl'f S K: 
- i -^>^ v-ji 1 6. 6gJiR$7 4%r"l/c. - 
,Maas(m/z) : 233CM+) 203 160 

■ 1 H-NMR (GDC I a) : 1 . 37-1 . 48 (2H , m) i . 58- 1 . 78 (4H , m) 3.62-3 . 73 (4H , m) ' 
7. 68-7.74(2H,m) 7.81-7. 87(2H,m) 

■.:&X* 5 - 7 9 )l -f 5 K - 1 - > 7 / -;U 1 6 . 2 g £ v X * )l 
x-^JU3 5 Om I [Z^IS LH^^b U > 4.. 3 m l JO.tTiT.L, ,i : 

$ £ v ij >r 77 7 A7 □ ^ h^"77< - (if |±JS ; n --%^+j-> : g? 
$ X - = 9 : I ) L1-7G -- 5 - 7 7 -f = K -< > 7 > 9. 

2 g £W4 5%t*®7co 

Mass(m/z) : 296(M+) 216 160 . . 

' H-NMR (CDC I a ) : .1 .44-1 .55 (2H , m) 1 . 63- 1 . 77 (2H , m) 1 . 86-2 . 00 (2H . m) 
3. 37-3.42 (2H,m) 3 . 67-3 .73 (2H , m) 7.68-7 .75 (2H , m) 7.8 1-7. 88 (2H , m) 

kur% I -7'A^- 5-79)14 = K^>7>9. 2 g (3 1 mm ' 
o I ) £ N, N fJUtJUT 5 K 1 OOm I I^SL^lftiJ7, 
A8. 6g (6 2mm o I ) a 7ftt h U 7A4 6 5,m g (3. 1 mm 
o I ) , 4-7PPft7x J -114. 5g (31mmo I) -^Ml 
S r i 5t$ fa » # L tc , S8? & £ it E T S 5 LI fctft® x JU £in x 

.ai l tc . $ & x ^ ji « a £ * t? & &.u. » * 7> -> 7 at*.- 

7 r - 5 4 = K > 7 > 9 . 6 g£W8 6%7??# 
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vfc.; .. • . : ' : ; ■ : ' ■.' .' . \ 

Mass(m/z) : 359 (M+) 21 S 160 
H-NMR(CDCIo) : 1.4?-1,51(2H,m) 1 . 64-1 . 72(4H .in) 2.88(2H,t J- 7.2 
6Hz) 3.68(2H.t J=7.26Hz) 7.23(4H,s) 7.71-7. 23(2H.m) 7.82-7.86C2H. 
m) - ■ : - 7 . ; - ■ : 

*t^e\ 1 - (4-7 □ □ 7 x ~ )l * ) - 5 - A 5 H >< > 7 

>9. 4 g (2 6. 1 mm. o I ) £ 1 , 2 - v7 □ □ x 7 > 3 5 0 m I 
lci§8?L ^n Pl$|,fS9. 9 g (5 7. 4 mmo I } ZbZz.W. 

%v i : 8#ra»# i fc.. 5 %**®.mi-Y v 7 a, 3 v <; ' 

L 1 - (4 - □ □ 7 ± z.)1^)It^ -ju) -5-7^.JM i M 
■ >^>S. 7 6$«$9 5%Tll/c a 

Mass(m/z) : 39 1 (MO 216 160 . 
' H-NMRCCDCI a) : 1 .37-1 ,48(2H,m) 1.61-1 .81 (4H.m) 3.05-3.11 (2H,ir,) 
15 3. 62-3. 93 (3H, m) 7.52-7. 57(2H,m) 7.69-7. 75(2H,m) 7.80-7.86(2H,m) 
1 - (4 - V Q □ 7 x - - 5- 7^jM S K 

^> $>4 . 0 g ( 1.0. 2 mm o I ) £ 1 2 0 m I v 7 □ □ > £ 
2 O m I X7 J- Jl/tigS L 8 0 t K 7 v > 6 m I £ iax^iST* 

20 £&3. 2 g £?#?e, ■ 

4 - (4 - 7 □ P7 .r -JU^;U* - JUT = / ) 7'^t = ><D$^ 

1 , 4- v7 5 /7"7>2 6. 4g (O. 3m o I ) £ 1 OOm I 1, 
2 - □ PX7 Lv 4 - 7 □ □ .7 x -JIDlfr-ilt Q =74 

25 K 6. 3 g (0. 0 3m o I ) ^jl)D^^ST:;4^r B Tffi^L7c. ^ □ 
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:mm& 1.2] 

2 - { N — - [4 - ( 4 - 7 Q P •<> iz' > X * - 7 S 7 ) 7 ^ 11} - 
' N - { 3 - [ ( 4 - A V 7* □ t'/U - 2 - f - 7 7 U JU) 7 h * v ] > v 
JU }>Ji7rt^J^ifixf ;ixxfJi (<k£fe$# 1 c) 

2- (N- [4- (4- / /na^>'t2'/7iUt-Jb7^ y) 7 ^ jl- j 

— N — { 3 - [ ( 4 - 4 7 □ tf - 2 - * 7 7 U Jl/ ) * h * •> .T 'O 
vM } _r '=E )l$M^m 1 ) 2. 15 g (3. 1 

1 m mo I ) [Z] , 2-y^nnxy> 1 6m I SSiit^^'JI^n 
10 7^ HO. 4 lm I (4. 7 mm o I ) £An;t N, N - v > ^ A 7 5 

K£&&MiQxMST'8i#L*:. #JET;ga£«3EU x^y-jU 2 
mlfeitf], 2-^nni.^>12mU HJ x*Jt,7 ; 5 > 0. 6 
5ml (4. 6 6mmo I) ^i)nx^;Srmf8l»^L7c 0 7kilS^^ 

SiU. I^vU*>r)^7A7P7 h fv7. - ; n- 

^ + -y-> : ft^x^JU = 3 : 1) . r-ffiaiSTS <tgfE.{k£* I • 4 2 g £ 
3. 5%T#to 

1 H-NMR (CDC 1 3) : 1.23-1. 41(13H,m) 2. 82(2H,m) 3.06-3. 17(3H,m) 4. 
20 38-4.45(4H,m) 4.83(1H.t) 5.26(2H,s) 6.90(4H,d J=0.66Hz) 7.22(1H, 
m) 7.45(2H,d J=1.98 6.6Hz) 7.51-7.65(3H,m> 7.74(2H,d J=1 .98 6.6H 
z) 7.83(lH.m) 

mmm i 3] 

25 2 - { N - [4- (4- tm-OHs^ilfr-llT 5 7) - 
N — { 3 - [ (4- v^7 P7" 2 - fT'/'J JU) * v] -Ov 
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'H-NMFUCDCh) : 1.22-1. 41(7H,m) 1.84-2. 39(6H,m) 2. 41(3H,s) 2.80 
(2H,m) 3. 16C2H ,m) 3. 67(1 H, quint) 4.37-4.45(4H,m) 4.6l(1H,t J=6.2 
7Hz) 5.27(2H,s) 6.88-6.92(4H,m) 7.22-7-29(3H,m) 7. 50-7. 62(3H ,m) 
5 7.68(2H,d J=8.24Hz) 7J 82(Vh»-d ' J=7 . 25Hz) 
(xlfc.M 1 4 j 

2- {N- [4- (.4 - ^7 □ P^>i2">x;U* - ^7 = y ) y + - 
N- {3- [4- v7o7>JU-2-?-77'JJU) x^;u] -<>^ju} } 
, Jb$|JSif jn^fJl (ft^ftff 29 c) 

10 'H-NMRCCDCI:,) : l-21.4K7H. m ) 1 .87-2.39(6H,m) 2.80(2H,m) 3.14(2 

H.br s) 3.22(2H.m) 4.40(4H,m) 5.04(1 H, t J=5.94Hz) 6.75(lH,s) 7.0 
8(3H,m> 7.20(1H.m) 7.45(2H.dd J=6. 6 1.98Hz) 7 .51 -7 . 65 (3H , m) 7.73 
(2H.d J=8.25Hz) 7.82(1H,d J=8.24Hz) 
l%mm 15] 

15 5- {2- { N -- C4- (4 -- ^ □ n-:>-tf >7.;u^-ji,7 = y ) 7"?- 
;u] - N — (3 - [ (4--f V7ntfji,-2-*77u;i,) y. h>->] 
-<>vM } XJt7TtU-7j:jL) - l H-f h (fb£& 

i ) 

— ( so,ci / / N.-N 

V-N J^CH^u 0(1 CN n„ N V NH 

H V H V HN .p 

ci 
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nfaM9<D±&® Mb£4SH a ) <D£K£3-. 5 g (6. 4 m m o I ) 
£1, 2 - y '?nai5 , /7 5m I i;~i§&?L. I U if )t7 = >2. , 7 
mK 2 - ? P □ T. Jl,* - v - h U )l 1 . 7 g ( 1 . 3 e q ) £ 

7^'77<- (i§tB& ; 2 □ n*^ a^ b ? p p a : > ^ y - ji 

= 99:1) T'liS^ L T 2 — ■ { N — [4- ( 4 - ^ P P ^ > If )l * 
~iU7 5 J ) "7^] — N - {3- [ (4-^vyPt^-2-f77 
U /I/) ^ \ +. v 1 -<> v Jl> } } 7. JU~7 t^M iU 7 — h U JU (.fc£49 
io #^-9 1 b ) 3. 9 g £M8 9%Tw#7c„ 
FAB-MS (m/z) : 673 (M + ) 

'H-NMR (COCb) : 1.32(.6H;,d.J=6.93Hz)J.42(4H,m),Z.85(2H.n);3.1-.l 
(VH,m) ,3-.29(2H,m) ,4.42(2H,nO ,4.62, (1H,m) ,5.29(2H,s) .6.84-6.89(3H, 
m) ,6 . 91 (1 H ,s) ,7 .22 (1 H . m) ,7 . 47 (2H , dd . J=8. 58 , 1 . 82Hz) , 7. 65-7. 78 (4H , 

15 m),7.88(1H,dd,J--1.98,7.26Hz),8.07(!H,ni) 

±!2±JS*.(fb^«J##9 1 b ) 3. 8g (5, 6 mm o I ) Z Y )l 
x> 1 O Om I C?gL, >U^fJtvU JUv K3. 7m l (5. 0 
e q ) s y7f Jlf>t^y K 7 0 2 m g (0. 5 e q ) 7 CfC 

T? 2 '8 B^ffl jQ&iJf#Lfc. »£ETStt«aiL. N*i!{b^> 

20 U^5 0m K *50m I ^n^^tlS 3&£i-f-JH 
O Om I -C'iJt^Lfc. 6 N1I^-C^1^{Z L <7 □□*JbA-p^!ii L 

& ; ? p n*jL a#v6 ^ □ p*jua : :>< ^ >-ju=9 9 : 1 -9 5:5) 

25 1 NTK^.fk^- KU ^ A. 8 . 4 m K tK 5 0 m I t ^ft? L VN^^T®1± 
(p H 3. 0) £LT^aL;t;±j££3I&Lm!2fb£& ({b£»-5§-9 
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1)2. 4g ZWtc. 
. FAB-MS (m/z) : 716 0T) 

'H-NMR (CDC I a ) : 1 . 16(4H,m) ,T.27(6H,d ,J=6.93Hz) ,2.73(2H,m) ,2.87 
(2H,in).3.07(1H.(n),4.08(2H,s),5.30(2H,m),6.74-6.91(4H 1 ,-n),7.20(1H, 
5 t , J=7 .76Hz) , J. 46(2H ,m) ,7,68-7 . 80 (4H ,m) ,7 . 97(1 H , dd , J=1 .65 , 7 . 32Hz) , 
8,08(1H,ddJ=1.65,5.66Hz) 

■Z&mt^^z-D^T, ttLTD< f^l, STXAa frifcira 

^ . 

CJ*I£M1 ] (fiLTD. itm 

C0M$$9 5%0 2 - 5%C 0 2 ;I^^X^iimL, 3 7tl:ffio /c^ 
- (T y r o d e ) 12 m I Jit L t ? ^' 5? xjf 4>T', U*\z 
1 g©a^£gHte^U LTD, <D^ifl(c i y ±T5iRJilSf£*^5l 
(C IS $t L o 

20 £*£££fb£t!:fc&> L T D 4 0. 0 5-3, 5n g/ml ^l§ 

fz%tin p A 2 illi^> • □ y "t A ( V a n Ros 

sum) ©:S&IC&?T#tB L£o ^©^^$iilT©g4 
25 [f£^#J2] (KTXA 2 ftffl) 
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1 9©^ijQ{cJ: y^f .5iRe5JEE*IIS14lciBS[.Lfc.. ' 
m*Z&l!Lit-cVtz'&. U-4 66 19, 10- ,0 ~10- 7 M5li 

1 9S*Sfi*J-'(cSiD_Li|XJgfiJC:*^fc. pA ? .f|i/f> •□.,+)■ A (V 
an. Rossum) O^ilza^TiaiDc. * JilT©£'4 
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^ilmja^ *!l*-v h 1 Ofg(Z#f?L/c4aP N P/o v a I 
b urn i n^;^-; M (=E)l=E v b PC A t i t e r ;X1 02 
4) ^^§SM<k *^^^7 o 7Co ^§ B, e iJ 7^> (1 O 

mg/kg i. p. ) £jtuMB<D&, iEtOmlStitli^'OV •? ^ 
(Pen noc k ) 6 ©75& IcSH^ ^7 .71 7 □ -7° U f- 7. ^ ? 7 7& 
(ZTiM^L/co Sf^S (3mg/kg) tt DM S 0(C;g5g£tt7c&. 

»A*S7&5# (4~6#) tfcttSMgftffiSSIstLfc. 
yp$ij$ (%) = (1- ( A - B ) / (C-D) ) X100 
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2. ( I ) tte(-t5-X'^«E3iK^T*x AA?-CH 2 O-J/clii 

3. — flxiv ( I ) tfe'l^RK R2tm--2tzttM1lvZfrmEL : 1-.' 

S (± S & * ti r i * r * «t i> t u - £ T- tb 3 If * 3S 2 ie $ © 2 - x ;u 

4. 2- {N - [4 - P^> t €>^^*- JU7 5- y ) 7^iH 

— N — {3 - C (4-4 V7'Pe^-2-^7 , /U;U) y h+vj 
vJU } } * 7 r-fc4Jl 

2 - { N - [ 4 - (4 - /- ^JU-O-tz >XJI/* - Jt7 = V ) 7^] - 
N - { 3 - [ (4-4 77°P tf^- 2-f77'J ;U) y >*■*>] -<> v 
;t, } } x ;w 7 t =e 4 ju $ 

2- {N- [4- (4-y h ^rV'O-g >^;i^ix- JU7 5V ) 7"^] 

— N — {3- C (4 -4 77°P ejU - 2-^7V'J )l) y hdrv] 

2- {N- [4- (4 -7 P ^E-O-fcf^TUl/ * ~ Jt-7 5 /) 7~3 1 JH - 
N — {3- [ (4-4 77°P 2-*T'/'J >) y>^->] -<>v 

2- { N - [4- (4-7JU*P''<>-t?>3JU*- Jl>7 5 y ) 7^/U] 
-N- {3- [ (4-4 V7°P tfJU-2-^77 U iU) 
vMU} } 7s Jl/ 7 7^-4 ;i/$l>fg, 

2- (N- [4- (4 - 7 P P^>iz>3JU* ~ il>7 5 y ) 7^JH - 
N- {3 - [ (4-y^P7f)l'-2-f77iJ)l) y h*v] 
JU} } 7UU7 7^4 a^&sbk 

2- {N - [4- (4-7 P^-O-tzxT.^*- Jt7 5 y ) 7^>lH - 
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N- {3- [ (4 •• v * □ 7"* JU • : ? - * 7 V U )l ) y K + v] -^> : >' 

2- { N - [4- (4-y h +->^>iz">7.^*-;U7 5 /) 7>JU] 
-N- (3^- [ (4->^D7fA/-2-f77')'jl ( ) y h^v] 
vJU} } 7ir; 7 i^ 

2- {N- [4- (4-<7Q P^>-tf>xju^-il,7 5- / ) 7^JU] - 
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